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Introduction
Hospital-acquired pneumonia (HAP) represents approximately 15% of all infections acquired during hospitalizations [1] . Over the last two decades, research has focused mainly on ventilator-associated pneumonia (VAP), and as a consequence, the incidence of this complication has decreased and patient outcomes have improved [2] [3] [4] [5] . In Spain, a recent investigation showed that the incidence rates of VAP improved significantly from 41.7 cases/100,000 inhabitants in 2010 to 40 .55 cases/100,000 inhabitants in 2014 [6] . However, VAP is not the only form of HAP; a recent report with data from the US National Inpatient Sample dataset found that nonventilator HAP was associated with mortality, a greater length of hospital stay and an increase in the cost of care [7] .
Kazaure HS et al. analyzed complications for all surgical procedures, finding that postoperative pneumonia is very frequent, representing the third most common complication and resulting in increased morbidity and mortality of postsurgical patients [8] .
Diabetes is a risk factor that contributes to the development of postoperative pneumonia for several surgical specialties [9] . In general, surgery, cardiothoracic surgery, orthopedic surgery and spine surgery, diabetes was associated with an approximately 2-fold higher risk of postoperative pneumonia [10] [11] [12] [13] . Poor glycemic control and a longer duration of diabetes were associated with increased susceptibility to hospital-acquired infections [14] .
In this study, we analyzed temporal trends, demographic and clinical characteristics and hospital mortality of postoperative pneumonia among type 2 diabetes mellitus (T2DM) patients in Spain from 2001 to 2015. We also compared the incidence, comorbidities and mortality between patients with and without T2DM suffering postoperative pneumonia. Finally, we tested which factors predicted in-hospital mortality among patients suffering postoperative pneumonia.
Materials and methods
The Spanish National Hospital Discharge Database was used to conduct this observational retrospective investigation. The Spanish National Hospital Discharge Database (CMBD, Conjunto Mínimo Básico Datos) was implemented in Spain in 1987. According to the Spanish legislation, all hospitals must submit information of every single patient hospitalized for at least one night in a hospital ward to the Ministry of Health. The variables included were dates of admission and discharge, age, sex, hospitalization services, type of admission (emergency room/scheduled), hospital size and discharge status (discharged home, discharged and transferred to other facilities, dead, not stated or not reported). Medical diagnoses (up to 14) and procedures (up to 20) conducted during hospitalization were obtained from the discharge report. The first or primary diagnosis was the disease that was considered responsible for the hospital admission of the patient after investigation [15] . The International Classification of Diseases-Ninth Revision, Clinical Modification (ICD-9-MC) was used for coding in the CMBD.
We analyzed all registries included in the CMBD from 2001 to 2015. For study purpose, only subjects aged �40 years who had an ICD-9-MC code for pneumonia (507.xx, 480.xx-488. xx) or VAP (997.31) in any of their secondary diagnosis fields were included. Following the recommendations of Guevara et al., if a patient's primary diagnosis was bacteremia (790.7), sepsis (0.38, 995.92, 995.91), meningitis (322.xx). empyema (510.9, 510.0) or pneumonia (997.31, 507.xx, 480.xx-488.xx), they were excluded as these patients may suffer from community-acquired pneumonia [16] .
Patients who presented codes 250.x0 or 250.x2 in any of the diagnosis positions were considered T2DM sufferers. Those with codes 250.x1 or 250.x3 were considered type 1 diabetes mellitus sufferers and excluded. The remaining patients were considered nondiabetic subjects.
The presence of comorbidities was measured using the Charlson comorbidity index (CCI) [17] .
We categorized the surgical procedures conducted during hospitalization using the following ICD-9-CM codes in any of the 20 procedure fields: i) codes 01-05 (surgeries involving the nervous system); ii) codes 30-34 (surgeries involving the respiratory system); iii) codes [35] [36] [37] [38] [39] (surgeries involving the cardiovascular system); iv) codes 42-54 (surgeries involving the digestive system); v) codes 55-75 (surgeries involving the urinary system/male and female genital organs/obstetrical procedures); and iv) codes 76-89 (surgeries involving the musculoskeletal system/integumentary system).
Other The pneumonia pathogens analyzed in our study have been described by de Miguel-Díez J et al. [6] .
Finally, for each patient, hospital admission (emergency room or programmed admission) and patient death during hospitalization (IHM) were analyzed. To assess the temporal trends, we estimated incidence rates by dividing those patients who suffered postoperative pneumonia by the total number of those undergoing a surgical procedure. These incidences were calculated according to the presence or absence of T2DM and are expressed per 100,000 patients based on surgical procedure. Poisson regression models adjusted by "year of admission" (three periods included as continuous variables) and "rate of hospital admissions adjusted by age and sex" were constructed to assess time trends.
Statistical analysis
In the model including the total population, "T2DM" was also included as a covariate. In this last model, we included the interaction "year � T2DM". The interaction was not significant. As we included the rate of hospital admissions adjusted by sex and age, we did not include more interactions.
Descriptive statistics included proportions (categorical variables) and means with standard deviations (continuous variables). Comparisons of proportions were performed using the χ 2 test and ANOVA or Student's t-test for means.
Logistic regression models were constructed to assess changes over time in the categorical variables and to identify predictors of IHM.
The construct of the multivariable logistic regression models for IHM followed the steps recommended by El-Amrani-Joutey et al. [18] .
Statistical analyses were performed with Stata 10.1 (Stata, College Station, Texas, USA). Statistical significance was set at p<0.05 (2-tailed).
Ethical aspects
In this investigation, data were provided to the authors anonymized so it was impossible to identify patients. According to Spanish legislation, given the characteristics of the database and as the Spanish Ministry of Health considered the study ethically acceptable, it was not necessary to obtain the approval of an ethics committee.
Patient and public involvement
For this investigation, we used a publicly accessible, anonymous and mandatory dataset, so patients' priorities, experience, and preferences were not considered in the development of the research question and outcome measures. Furthermore, patients were not involved in the design or recruitment of this study. Finally, as we do not have personal data, we cannot disseminate the results of the study to participants.
Results
We analyzed data from 117,665 hospitalizations of patients �40 years who suffered postoperative pneumonia in Spain from 2001 to 2015. T2DM was a diagnosis codified in 16.9% of patients (n = 20,003).
The incidence, comorbidities and type of surgical procedures conducted among patients who suffered postoperative pneumonia according to the presence of T2DM are shown in Table 1 .
The overall incidence of postoperative pneumonia per 100,000 surgeries was significantly higher in T2DM patients than in non-T2DM patients (397.35 vs. 310.40 cases; p<0.001); these differences were also significant in all time periods analyzed. The incidence of postoperative pneumonia rose significantly from 393.67 cases per 100,000 surgeries in patients with T2DM in 2001-05 to 419.28 cases per 100,000 surgeries in 2011-15 (p<0.001). However, in patients without diabetes, the incidence of postoperative pneumonia decreased significantly, as shown in Table 1 (p<0.001).
According to the adjusted Poisson regression analysis, patients with T2DM had a 21% higher incidence of postoperative pneumonia than those without diabetes (IRR, 1.21 95% CI 1.03-1.42).
Postoperative pneumonia was identified more frequently among men than women in both populations studied (65.66% and 67.54% for T2DM and nondiabetic patients, respectively p<0.001). The percentage of males affected increased significantly (p<0.001) in patients with T2DM; however, it decreased in those without diabetes (p<0.001). The mean age was significantly higher in those with T2DM (73.01±10.85 years vs. 69.15±13.5 years; p<0.001), and they also had a higher mean CCI index (1.32±0.98 vs 1.13±0.92; p<0.001). The mean age and CCI increased significantly over time among T2DM patients.
In patients with T2DM, the most frequent surgical procedures were surgeries of the musculoskeletal system/integumentary system (20.37%), followed by surgeries involving the cardiovascular system (19.06%) and the digestive system (18.01%). T2DM patients included in our investigation had undergone significantly more frequent obstetrical surgeries of the female reproductive organs and surgeries of the male urinary system, cardiovascular system, musculoskeletal system and integumentary system than nondiabetic patients (Table 1) .
Diagnostic and therapeutic procedures, isolated pathogens and in-hospital outcomes for patients who suffered postsurgical pneumonia according to diabetes status are shown in Table 2 .
Mechanical ventilation (28.82%) and transfusion (21.02%) were the procedures most frequently performed among T2DM patients. However, thoracentesis, dialysis (p<0.001), mechanical ventilation (p<0.001), transfusion (p<0.001), and pleural drainage tubes (p<0.001) were more frequently codified among nondiabetic patients.
Invasive mechanical ventilation was used in a smaller proportion of patients over time, whereas transfusion and noninvasive mechanical ventilation were more frequently used over time (both p<0.001).
Among patients with T2DM, the most commonly identified pathogens were Streptococcus pneumoniae (5.86%), Pseudomonas (3.34%) and Staphylococcus aureus (3.29%). The prevalence of the pathogens analyzed (except Streptococcus pneumoniae) was higher in patients without diabetes than in those with T2DM (p<0.001). For both groups of patients, the prevalence of all pathogens decreased from 2001 to 2015 (p<0.001).
Respiratory cultures were more frequently performed in those without T2DM (3.85%) than in those with the disease (3.15%) (p = 0.002).
The proportion of patients admitted through the emergency room was higher in patients with T2DM (76.73% vs 73.35%, p<0.001).
Over the fifteen years, IHM was approximately 31% in both groups. However, crude IHM decreased over time from 35.98% to 26.59% in patients with T2DM (p<0.001), and from 34.79% to 27.59% in those without diabetes (p<0.001). Table 3 and Table 4 show the characteristics of the hospitalizations during which patients with and without T2DM developed postsurgical pneumonia according to hospital survival.
In both groups, IHM was higher in the older age groups, those with more coexisting conditions, those who underwent any diagnostic or therapeutic procedure (except thoracocentesis) and those who had any pathogen isolated (except Streptococcus pneumoniae or Haemophilus influenzae).
When we compare the IHM between T2DM patients with those without T2DM according to the type of surgical procedure, we find higher figures for diabetic patients who underwent surgical procedures involving the respiratory system, nervous system and musculoskeletal/integumentary system. IHM was also higher among those who were treated with noninvasive mechanical ventilation and dialysis. However, IHM was higher among non-T2DM patients than T2DM patients in older patients (>75 years), those with higher CCI, those who had surgeries involving the cardiovascular system and those who were treated with mechanical ventilation. Table 5 presents the results of the multivariable analysis to identify predictors of IHM after postsurgical pneumonia for patients with and without T2DM.
Being older, suffering more comorbid conditions according to the CCI, emergency room admission and undergoing therapeutic procedures such as dialysis, pleural drainage tube usage, any type of mechanical ventilation and blood transfusion were predictors of higher IHM in both populations. However, T2DM patients who had thoracentesis had a lower risk of IHM (OR 0.90, 95% CI 0.82-0.98).
Isolation of Haemophilus influenza or Streptococcus pneumoniae predicted a lower IHM in patients with T2DM. On the other hand, isolation of Aspergillosis (for both groups) or Pseudomonas (for those with T2DM) increased the risk of dying.
Temporal trend analysis, using multivariable adjustment, showed a significant reduction in IHM from 2001 to 2015 in T2DM (OR 0.79 95% CI 0.77-0.80) and nondiabetic patients (OR 0.76 95% CI 0.73-0.81).
Finally, we found that in our studied population, T2DM was not associated with IHM after postsurgical pneumonia (OR 0.99, 95% CI 0.96-1.03).
Discussion
In Spain using data from the national hospital discharge database, we found higher incidence rates of hospitalization with postoperative pneumonia in patients suffering T2DM than in patients without this condition. Therefore, T2DM is a risk factor for developing postoperative pneumonia. Similar to other authors, we found that a higher prevalence of postoperative pneumonia in patients with T2DM occurred in the setting of orthopedic and spine surgery, cardiothoracic surgery and general surgery [9] . In a retrospective cohort study including patients undergoing total joint arthroplasty, the presence of diabetes was found to be a predictor for postoperative pneumonia (RR 1.2, 95% CI 0.9-1.5 for noninsulin-dependent diabetes vs no diabetes) [19] . A previous study using the American College of Surgery National Surgical Quality Improvement Program database, which controlled for demographics and other comorbidities, demonstrated that patients with diabetes undergoing lumbar fusion surgeries were at greater risk for postoperative complications, longer hospitalization times, and more readmissions [13] . This increased risk might be associated with immunosuppression caused by diabetes [20] . In the US, an observational study of 16,084 patients who underwent coronary artery bypass grafting identified seventeen preoperative risk factors associated with postoperative pneumonia, including diabetes as a comorbid disease (OR 1.26; p = 0.02) [21] . After the hepatectomy procedure, diabetes was associated with an approximately 2-fold increased risk of postoperative pneumonia. The authors concluded that diabetic patients had several mechanisms that could increase their risk of infection, including increased altered immune cell function, bacterial proliferation and changes in vascular permeability and endothelial cells [10, 11] . In 2016, Miki et al. reported that after gastrectomy for gastric cancer treatment, diabetes increased the risk of postoperative pneumonia by 2.46-fold [22] . A suggested explanation is that poor glycemic control or a longer duration of diabetes could increase susceptibility to postoperative pneumonia [23] .
In our investigation, we detected a significant increase in the incidence of postsurgical pneumonia in T2DM patients. We think that three possible reasons could explain this increase. First, according to several studies, Spanish T2DM patients are undergoing more complex surgeries, all of which have a high risk of postsurgical complications (coronary artery bypass graft, surgical aortic valve replacement, solid organ transplants, bariatric surgery, revision of total hip and knee arthroplasty) more frequently over time. Furthermore, the rates of these surgeries are increasing over time among T2DM patients and are higher than those among nondiabetic patients [24] [25] [26] [27] [28] . Second, as described in this and previous investigations, the mean age and the prevalence of concomitant conditions among T2DM patients have increased in recent decades [24] [25] [26] [27] [28] [29] . Third, as suggested by Trinh et al., pneumonia is becoming better recognized in postoperative patients, resulting in an increase in the incidence [30] . T2DM was not a predictor of IHM after postoperative pneumonia. Umpierrez et al. found that incident hyperglycemia was a better predictor of IHM than a prior history of diabetes, concluding that hyperglycemia and not diabetes itself increased the risk of death [31] . Serio et al. (2013) investigated the postoperative risk of morbidity and mortality in diabetic patients versus nondiabetic patients who underwent general or vascular surgery and found that the presence of diabetes was not predictive of mortality; however, vascular surgery itself was predictive of mortality [32] . Perhaps the fact that subjects suffering diabetes were more likely to be admitted to the hospital for less severe illnesses might explain this association. Unfortunately, the CMBD does not include information on the severity of T2DM, and this variable could affect IHM after postoperative pneumonia. Furthermore, the presence of other T2DM complications, such as kidney disease, heart attack, stroke or peripheral vascular disease, has been demonstrated to increase the risk of mortality after postoperative pneumonia [9, 19, 21, 22] . In our investigation, among T2DM patients, IHM was associated with a higher number of conditions included in the CCI (kidney disease, heart attack, stroke and peripheral vascular disease) and with undergoing dialysis during hospitalization, confirming the negative effect of T2DM chronic complications in the IHM after postoperative pneumonia.The IHM was higher in T2DM patients than non-T2DM patients who had undergone surgical procedures involving the respiratory system, nervous system, and musculoskeletal/integumentary system and those who required noninvasive mechanical ventilation or dialysis. The site or type of surgery could have more importance in the probability of developing pulmonary complications or adverse outcomes than the pulmonary condition of the patients prior to the intervention [33] . The results of Studer et al. [34] align with our findings, as they identified higher age and intraoperative red cell transfusion as predictors of IHM after postoperative pneumonia.
The negative effect of blood transfusion causing transient immunosuppression has been found in other studies. [35] Other predictors of higher postoperative mortality described by other authors include poor underlying medical conditions, prolonged mechanical ventilation, pleural effusion and emergency surgery compared with elective surgery [36] [37] [38] [39] [40] .
We described a positive decline in IHM in addition to diabetes status. In a recent study, Chughtai et al. analyzed trends in the incidence of postoperative pneumonia from 2009 to 2013 in different surgical services and found reductions in all of them. Appropriate patient selection and optimization of preoperative management might have contributed to improved outcomes. [9] The most relevant findings from our investigation for clinicians and researchers in the management of patients with pneumonia and diabetes is that the risk of suffering from postoperative pneumonia increases if patients also have T2DM; therefore, preventive measures must be strictly performed in these patients. Furthermore, among T2DM patients, those who were older, had more comorbid conditions or were admitted through the ER had a higher IHM; thus, rapid diagnosis and aggressive therapeutic procedures and treatments must be considered for those with these risk factors.
Further investigations should include mortality rates after hospital discharge and an analysis of the effect of diabetes treatments and controls (glycosylated hemoglobin) on the incidence and outcomes of postoperative pneumonia among T2DM patients.
There are several limitations of our investigation that must be considered. We selected patients aged 40 years or older because, according to Spanish studies, the prevalence of T2DM is very low under this age (<1%) [41, 42] . Furthermore, even if the validity of diabetes as a discharge diagnosis had been demonstrated in previous investigations, the possibility of miscoding T1DM as T2DM is higher in younger groups [43, 44] As occurs with any administrative database, changes in coding practices over time and coding errors may affect the validity of our results.
Previous investigations have found that the decision to admit a patient and the indication for surgery is affected by factors such as the age, dependency, comorbid conditions, mental health and severity of acute illness [45, 46] . Spanish T2DM patients are older and have more comorbidities and disabilities than nondiabetic subjects and therefore may have fewer indications for surgery, so T2DM patients could be underrepresented in the study sample [47] .
Another limitation is the lack of data regarding glycosylated hemoglobin measurements or blood glucose levels prior to or during hospitalization. Furthermore, other known risk factors for postoperative complications, such as antimicrobial treatments, number of days on ventilator support, and illness or disease severity are not collected in the CMBD [48] .
In conclusion, T2DM patients have a higher incidence of postoperative pneumonia than those without this disease. The IHM dropped from 2001 to 2015, regardless of T2DM status, and diabetes did not predict a higher IHM after suffering postoperative pneumonia.
